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(57) Abstract: The invention 
provides methods for 
detecting alpha-synuclein. 
The invention also identifies 
preferred epitopes of alpha 
synuclein for use in such 
detection, and provides 
antibodies specifically binding 
to such epitopes. 
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following niventions or groups of inventions which are not so linked as to fonn a single general inventive 
concqjt under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid. 

Group I, c]aim(s) 5 and each of claims 1-4, 16, 18, 19> 26-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes widi 
an antibody that specifically binds to residues 109-120 of alpha synuclein. 

Group claim(s) 6, 7, 24, 25 and each of claims 1-4, 16, 18, 19, 29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an epitope on the C-terminus of synuclein. 

Group III, claim(s) 8, 22, 23, and each of claims 1-4, 16, 18-19, 29. 32-37and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope on the N-terminus of synuclein. 

Group IV, claim(s) 9, 10, and each of claims 1-4, 16, 18-19, 28-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 43-5 1 and 56-65 of synuclein. 

Group V, claim(s) 1 1, 17, and each of claims I -4, 16, 18, 1 9, 28-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an epitope comprising residues 1 18-126 of alpha synuclein. 

Group VI, claim(s) 12 and each of claims M, 16, 18, 19, 26-29, 32-37 and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 91-99 of synuclein. 

Group VII, claim(s) 13 and each of claims M, 16, 18-19, 29, 32-37 and 45-46 in part, drawn to a monoclonal antibody that competes with 
an antibody that specifically binds to an epitope comprising residues 40-55 of synuclein. 

Group Vin, claim(s) 14, 20, 21, 30 and each of 1-4, 16, 18-19, 26-27, 29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an q}itope comprising residues 124-134 of alpha synuclein, wherein residue 129 is 
phosphorylated serine. 

Group DC, claim(s} 15, 31 and each of claims M, 16, 18-19, 29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 123-127 of alpha synuclem, wherein residue 125 is mtrated 

tyrosine. 

Group X, claim(s) 38-44, drawn to a pair of monoclonal antibodies, each specifically binding to a different epitope within synuclein. 

Group XI, claim(s) 47-48, drawn to a method of humanizing a monoclonal antibody of Table 1 or of producing a chimeric form of an 
antibody of Table 1. 

Group XII, claim(s) 49-70 and 75-76, drawn to a method for detecting alpha synuclem in a fluid sample, comprising the use of a capture 
antibody and a reporter antibody. 
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Group XJII, clajm(s) 71-73, drawn to a method of monitoring processing of alpha-synuclein to a iragment comprising the use of a cultured 
cells expressing alpha synuclein. 

Group XIV, claim(s) 74, drawn to a method of screening an agent for activity in inhibiting processing or secretion of alpha synuclein. 
The inventions listed as Groups I-XIV do not relate to a single general inventive concept under PCT Rule 13. 1 because, under PCT Rule 



The technical feature linking groups I-XIV appears to be a monoclonal antibody as shown in Table 1 that specifically binds to alpha 
synuclein. As such, the first recited special technical feature of the first claim and the first antibody of Table 1 would be: A monoclonal 
antibody that competes v\^th monoclonal antibody 7G4 (JH4) for specific binding to alpha synuclein, wherein the epitope for 704 is 
residues 109-120 of alpha synuclein. 

However, Jakes et al. {Neurosci. Lett. July 1999; 269: 13-16} teaches the monoclonal antibody LB509, which is directed against human 
alpha-synuclein and recognizes amino acids 1 15-122 of alpha-synuclein (see abstract). Jakes et al. demonstrate that peptides consisting of 
residues 1 10-122 of alpha synuclein were capable of interfering with antibody binding (see Figure 2, p. 15). The monoclonal antibody 
taught by Jakes et al. would therefore be expected to compete with the instantly claimed monoclonal 704 for specific binding to alpha 
synuclein. Accordingly, the technical feature Unking the inventions of Groups I-XIV does not constimte a special technical feature as 
defined by PCT Rule 13.2, as it does not define a contribution over the prior art 

The special technical feature of Group I is considered to be a monoclonal antibody that binds to an epitope comprising residues 109-120 of 
alpha-synuclein, which is not required by groups II-XIV. 

The special technical feature of Group II is considered to be a monoclonal antibody that binds to an epitope comprising the C-terminus of 
alpha-synuclein, which is not required by groups I or Hl-XIV. 

The special technical feature of (jroup III is considered to be a monoclonal antibody that binds to an epitope comprising the N-terminus of 
alpha-synucldn, which is not required by groups I-II or IV-XIV. 

The special technical feature of Group IV is considered to be a monoclonal antibody that binds to an epitope comprising residues 43-51 
and 58-65 of alpha-synuclein, which is not required by groups I-in or V-XIV. 

The special technical feature of Group V is considered to be a monoclonal anUbody that binds to an epitope comprising residues 1 18-126 
of alpha-synuclein, wbich is not required by groups I-IV or VI-XIV. 

The special technical feature of Group VI is considered to be a monoclonal antibody that binds to an epitope comprising residues 91-99 of 
alpha-synuclein, which is not required by groups I-V or VII-XIV. 

The special technical feature of Group VD is considered to be a monoclonal antibody that binds to an epitope comprising residues 40-55 of 
alpha-synuclein, which is not required by groups I-VI or VIH-XIV. 

The special technical feature of Group VIII is considered to be a monoclonal antibody that binds to an epitope comprising residues 124- 
134 of alpha-synuclein, wherein residue 129 is phosphoiylated serine, and which is not required by groups I- VII or IX-XIV. 

The special technical feature of Group DC is considered to be a monoclonal andbody that binds to an epitope comprising residues 123-127 
of alpha-synucleui, wherein residue 125 is nitrated serine, and which is not required by groups I-VID or X-XIV. 

The special technical feature of Group X is considered to be a pair of monoclonal antibodies, each specifically binding to a different 
epitope within synuclein, which is not required by groups I-DC or XI-XIV. 

The special technical feature of Group XI is considered to be a method of humanizing a monoclonal antibody of Table 1 or of producing a 
chimeric form of an antibody of Table 1, which is not required by groups I-X or XII-XIV. 

The special technical feature of Group XU is considered to be a method for detecting alpha synuclein in a fluid sample, comprising the use 
of a capture antibody and a reporter antibody, which is not required by groups I-XI or XHI-XIV. 



The special technical feature of Group xni is considered to be a method of monitoring processing of alpha-synuclein to a fiagment 
comprising the use of a cultured cells expressing alpha synuclein, which is not required by groups I-XJI or XIV. 

The special technical feature of Group XSQ is considered to be a method of screem'ng an agent for activity in inhibiting processing or 
secretion of alpha synuclein, which is not required by groups I-Xm. 
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Acxordingly, Groups I-XIV are not so linked by the same or corresponding special technical feature as to fonn a single general inventive 
concept 
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5 in lull, and each ofl-4, 16, 18-19, 26-29, 32-34 and 45-46 in part, to the extent of a monoclonal antibody recognizing an epitope 
comprising residues 109-120 of alpha synuclein 
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